Background: The principal aim of this study was to demonstrate the gender-specific cognitive patterns among middle-aged and elderly Chinese adults, investigate the risk factors on global and domain-specific cognitive performance in men and women, respectively, and report demographically adjusted norms for cognitive tests. Methods: The Effects and Mechanism of Cholesterol and Oxysterol on Alzheimer's disease (EMCOA) study enrolled 4573 participants aged 50-70 years in three Chinese cities. All participants underwent an extensive neuropsychological test battery. Composite scores for specific domains were derived from principal component analysis (PCA). Multivariate linear regression models were used to determine gender-specific risk factors and demographically adjusted normative data. Results: Three cognitive domains of verbal memory, attention/processing speed/executive function, and cognitive flexibility were extracted. A female advantage in verbal memory was observed regardless of age, whereas men tended to outperform women in global cognition and attention/processing speed/executive function. The effects of education on women were more substantial than men for general cognition and attention/processing speed/executive function. For all the cognitive tests, regression-based and demographically adjusted normative data were calculated.
Background
According to the World Alzheimer Report 2015 released by Alzheimer's Disease International (ADI), 900 million people aged 60 years or above are now living worldwide, with this number expected to increase by 138-239% in middle-income countries such as China between 2015 and 2050 [1] . This is a noteworthy estimation given that normal aging is accompanied by deterioration across a spectrum of cognitive functions related to memory, attention, executive function, processing speed, and so on [2] . As a chronic and progressive neurodegenerative disorder that is strongly age-associated, dementia involves a severe loss of cognitive function beyond the normal aging process [3] . It can impede independent living and impose considerable personal, social, and economic burdens. Age-related cognitive impairment and the global impact of dementia has become a priority public health issue considering that the aging population constitutes a rapidly increasing proportion of the total population [4] . In the absence of an effective treatment, there is a responsibility for researchers to develop strategies to reduce the risk and slow the progression associated with mental aging.
Research on age-related cognitive impairment has shown that assessment of cognitive performance over the lifespan is a heterogeneous process [5] . On one hand, advanced age conveys positive influences on verbal abilities and production, and implicit and autobiographical memory due to growing knowledge and life experience. On the other hand, advanced age also conveys negative influences on processing speed, explicit memory, and verbal fluency due to age-related deterioration of the brain [6] . Diversity in cognitive performance and different rates of cognitive decline have been reported to be altered with regard to demographic characteristics, education, lifestyle, physical conditions, social engagement, and economic resources [7] [8] [9] . In fact, the influence of these sociodemographic characteristics on cognitive function is not homogeneous and they may interact with each other to yield distinctive patterns of cognitive performance. In particular, our previous studies have found that numerous cognitive scores were significantly different between men and women [10] . Lifestyle risk factors for mild cognitive impairment (MCI) are also gender-specific, in which smoking was only significant in men [11] . However, the gender-specific cognitive patterns and related risk factors are still under debate with respect to discrepant results across countries and are thus in need of further investigation. The elucidation of these different effects is crucial for understanding what determines healthy cognitive aging.
Including an estimated 218 million older people and 9.5 million people living with dementia, China has become a region with the most people living with dementia in 2015 [1] . Given this, many studies focused on older individuals in different stages of dementia, such as MCI [12] [13] [14] . Nevertheless, cognitive aging may begin in mid-life and has also been extensively investigated outside the context of dementia. Therefore, detection of cognitive decline in at-risk middle-aged and elderly groups has become a research priority [15] . Making firm identification and diagnosis between normal aging, MCI, and different subtypes of dementia requires the use of normative standards. Unbiased identification and diagnosis requires an individual's cognitive performance to be compared to a normal sample from a comparable cognitively healthy population [16] . However, most commonly used neuropsychological tests only have norms for elderly populations aged 60 years or above. The norms for cognitive function are relatively underresearched among Chinese middle-aged and elderly adults owing to the lack of large-scale community-based studies. It can be problematic to draw clinical inferences from normative studies only for elderly populations aged 60 years or above.
A large-scale community-based study in China, the Effects and Mechanisms of Cholesterol and Oxysterol on Alzheimer's disease (EMCOA) study, offers an opportunity to explore normal cognitive performance across the age spectrum of 50-70 years. This epidemiological investigation, begun in 2014, was primarily designed to prospectively determine the effects of dietary cholesterol and oxysterols on the incidence of Alzheimer's disease (AD)/MCI in the middle-aged and elderly population. The present study emerged to investigate gender-specific cognitive patterns, explore risk factors for global or domain-specific cognitive performance in men and women, respectively, and to establish reliable normative information in Chinese middle-aged and elderly adults.
Methods

Setting
The present study was within the framework of the EMCOA study, an ongoing community-based cohort study of Chinese adults aged 50-70 years living in three Chinese cities of Beijing, Linyi, and Jincheng, and was registered on the Chinese Clinical Trial Registry as ChiCTR-OOC-17011882. The baseline examination took place between January 2014 and December 2015 and follow-up examinations take place every 2 years. The project was conducted by a synergistic collaboration among the Capital Medical University, Linyi Health Examination Center affiliated with Linyi People's Hospital, Jincheng Health Examination Center affiliated with Jincheng People's Hospital, and several community-based health centers affiliated with Beijing Chaoyang District Center for Disease Control and Prevention. Eligibility criteria for the EMCOA study included adults aged 50-70 years with no history of neuropsychiatric disorders or neoplastic diseases (malignant and benign tumor growths, e.g. head-neck tumors, metastatic lung, or upper digestive tumors) [17] and who simultaneously agreed to participate in the study. Exclusion criteria were as follows: 1) diagnosed with any neurodegenerative disease by neurologists (e.g., MCI or dementia); 2) suffering from cognitive impairment caused by depression, stroke, traumatic brain injury, or other severe organ dysfunction; 3) declined to participate in the study; 4) currently taking medication or dietary supplement to improve cognitive function; and 5) uncorrected visual or hearing impairment. The study protocols of the EMCOA study were reviewed and approved by the Ethics Committee of the Capital Medical University (2013SY35) and participants provided written informed consent.
Study population
The present analysis is based on the information obtained at the baseline examination. A total of 5805 individuals responded to the invitation and agreed to participate in this study. After checking the participants, 1232 participants were excluded for the following reasons: 531 due to neuropsychiatric problems (e.g., dementia, depression, or cerebral aneurysm), 680 due to the participant's failure to complete the whole examination, and 21 due to other reasons. Finally, large cross-sectional data from 4573 middle-aged and elderly participants entered the study and were used for this analysis (Fig. 1) . Of the 4573 participants, 2247 (49.1%) were men and 2326 (50.9%) were women.
Cognitive test battery
Participants underwent neuropsychological evaluation in a private and quiet room carried out by technicians with formal training. A battery of well-validated Chinese version tests that possess high inter-and intra-rater reliability were administered to assess cognitive performance. Audio tape recordings of standardized testing procedures were reviewed across study sites to ensure consistency. We included the following cognitive tests: the Mini-Mental State Examination (MMSE) [18] ; the Montreal Cognitive Assessment Test (MoCA) [19] ; the Auditory Verbal Learning Test (AVLT) [20] using summarized scores of immediate recall (AVL-T-IR), short recall (AVLT-SR), and long recall (AVLT-LR); the Symbol Digit Modalities Test (SDMT) [21] ; the Wechsler Memory Scale Revised for China (WMS-RC) subtests Logical Memory Test-immediate recall (LMT-IR) [22] , Digit Span Forwards (DSF), and Digit Span Backwards (DSB) [23] ; the Trail Making Test (TMT) A and B [24] ; and the Stroop Color-Word Test-Interference Trial (SCWT-IT) [25] . A detailed description of the procedure and modifications made to these measures can be found in Additional file 1: Supplementary methods and results.
Covariates
At enrollment, a questionnaire on sociodemographics (gender, date of birth, years of formal education, employment, monthly household income, etc.), lifestyle (residence status, reading habits, physical activity, smoking, drinking, etc.), and clinical data (past and family medical history) was used to obtain information from the participants and/or their family member. Details of covariates are shown in Additional file 1.
Data analysis
Principal component analysis (PCA) with varimax rotation was employed as a data-reduction technique to obtain composite scores for specific cognitive domains. The analysis of covariance was used to compare cognitive patterns between men and women. Sociodemographic characteristics, lifestyle, and medical variables, as well as cognitive performance between men and women, are reported as mean (standard deviation (SD)), median (interquartile range), or frequency (percentage).
Reported p values refer to the Student t test, Mann Whitney U test, Kruskal-Wallis test, or chi-square test as appropriate. We used multivariate linear regression analysis for global and domain-specific cognitive performance as continuous outcomes. All models were adjusted for potential risk factors (sociodemographic characteristics, lifestyle, and medical variables) and stratified by gender. Heterogeneity of risk factors between men and women was assessed as gender × risk factor interactions which were included in overall models with the main effect terms. For interactions in multiple testing, an adjusted p value < 0.05, taking into account the false discovery rate (FDR) [26] , was considered as statistically significant. The norms of these cognitive tests were also established and stratified according to variables that most associated with cognitive performance, and the details are shown in Additional file 1. All analyses were carried out using SPSS for Windows, version 23.0 (SPSS, Chicago, IL USA) and statistical significance was set at p < 0.05.
Results
Global and domain-specific cognitive performance
The means and SDs of all the cognitive tests are presented in Table 1 . The PCA generated three principal components from 10 subtests with eigen values > 1 which accounted for 64.83% of the total initial variance in cognitive test performance ( Table 2 ). The compound scores were calculated subsequently for: 1) verbal memory; 2) attention/processing speed/executive function; and 3) cognitive flexibility. The first component, primarily comprised of immediate, short, and long recall of AVLT, was interpreted to reflect verbal memory. The second component was interpreted to reflect attention/ Each cognitive domain is the mean of the composite scores Skew > 0, positive skewed distribution; skew < 0, negative skewed distribution processing speed/executive function, with SDMT, LMT-IR, TMT A and B, DSF, and DSB contributing substantially. The third component was interpreted with SCWT-IT to reflect cognitive flexibility. The means and SDs of the composite scores of the three specific domains used in the analyses are presented in Table 3 . All the cognitive tests had skewed distribution and the specific domains were symmetric.
Gender-specific cognitive patterns
Women scored better than men on verbal memory and cognitive flexibility, whereas men scored better on the MMSE, MoCA, and attention/processing speed/executive function (Table 4) . The gender-specific cognitive patterns are presented in Figs. 2 and 3, which show mean levels and 95% confidence intervals (CIs) of cognitive performance stratified by age or education. On one hand, the female cognitive advantage across all ages was significant for verbal memory performance. Age was significantly associated with each cognitive measure in both men and women. On the other hand, a significant gender discrepancy existed for education level, and women tended to be less educated. In the elementary school educated group, women ) were compared between two groups using the Mann Whitney U test Data shown as mean ± standard deviation (SD) were compared between two groups using the Student t test Data shown as n (%) were compared between two groups using the chi-square test BMI body mass index * P < 0.05; * * P < 0.001 Table 6 Gender-specific associations of sociodemographic characteristics, lifestyle, and medical history with cognitive performance performed significantly worse than men in MMSE, MoCA, and attention/processing speed/executive function. However, this difference was eliminated in those with a higher education. In the senior middle school and college and above educated group, women performed the same as men in the aforementioned cognitive performance and even better than men for verbal memory. With respect to cognitive flexibility, women achieved significantly higher scores than men only for junior and senior middle school education.
Gender-specific risk factors for cognitive performance
The comparison of sociodemographic characteristics, lifestyle, and medical variables between men and women are provided in Table 5 . Compared with men, women included in our analysis were slightly younger (p = 0.04) and less likely to be engaged in white-collar work (p < 0.001). Women also reported lower education (p < 0.001) and income (p < 0.001). Meanwhile, a higher prevalence of being overweight and a lower prevalence of underweight body mass index (BMI) was observed in men compared with women (p < 0.001). With regard to lifestyle, men were more likely than women to be current smokers (p < 0.001) and to report current alcohol use and reading habits (p < 0.001). Differences in disease prevalence were such that men were more likely than women to report diabetes (p < 0.001), hypertension (p < 0.001), and coronary heart disease (p < 0.001), whereas women were more likely to have a family history of dementia (p = 0.039).
We examined the gender-specific risk factors on cognitive performance using multivariate analysis ( Table 6 ) and found that sociodemographic, lifestyle, and medical variables had different effects on cognitive performance in men and women. For sociodemographic characteristics, male global and domain-specific cognitive performance was positively associated with education, intellectual occupation, and higher monthly income, whereas it was negatively associated with age. Similarly, female cognitive performance was also positively associated with education and a white-collar occupation and negatively associated with age. Furthermore, being underweight and obesity also negatively impacted female verbal memory and attention/processing speed/executive function. For lifestyle, both male and female global cognitive performance and verbal memory benefited from reading habits. Meanwhile, solitude and smoking were negatively associated with male global cognitive score and verbal memory while being physically active had a positive influence on male attention/processing speed/executive function. For medical variables, diabetes and coronary heart disease were associated with lower verbal memory score in men, hypertension was associated with lower MoCA scores in women, and stroke was associated with a lower MMSE score in men and cognitive flexibility score in women. Significant differences between men and women were observed for an association of years of education with MMSE, MoCA, and attention/processing speed/executive function. The effects of increased education years on general cognition and attention/processing speed/ executive function were significantly greater in women than men (p < 0.001 for interaction, and p < 0.05 after FDR adjustment).
Development of normative data for 12 cognitive tests and related z score
The predictive scores and normative data were developed based on three variables of age, gender, and education from multivariate regression models (Table 7) . The equations are shown in Additional file 1 and the regression coefficients are presented in Table 8 . Next, the predictive scores were used to generate demographically adjusted z scores which can be converted to a percentile that indicates the individual's cognitive performance among peers of comparable age, gender, and education. The normative data of 12 cognitive tests were determined and stratified by age, gender, and education (Table 9 , Fig. 4a-l) . Furthermore, the reference 
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The values represented unstandardized regression coefficient AVLT-IR Auditory Verbal Learning Test-immediate recall, 4.57 ± 0.08 Table 9 Regression-based normative data of cognitive performance stratified by age, gender, and education as appropriate cut-off values are also shown (Table 10 ) to define cognitive impairment.
AVLT-LR
Discussion
This large community-based study in three Chinese areas is among the first to: 1) examine gender-specific cognitive patterns; 2) explore the gender-specific risk and protective factors; and 3) establish age-, gender-, and education-specific normative data for 12 cognitive tests among a Chinese middle-aged and elderly population. Prior studies mostly employed single or limited cognitive measures and smaller samples to establish restricted normative data [27] [28] [29] . Consequently, they may not capture the wide range of cognitive function needed to reflect early changes in mid-life with gender-specific initial ability levels. Thus, encompassing and comparing a wide spectrum of cognitive function may be particularly valuable in identifying modifiable risk factors and critical periods of cognitive impairment following mid-life.
Gender-specific cognitive patterns
An increasing number of studies carried out in Chinese populations have shown gender-specific cognitive patterns both in China and abroad [30] [31] [32] [33] . The rate of global cognitive decline was faster among females than males according to MMSE [30] . In agreement with the Rotterdam Study [34] , our study also did not find a rapid change in MMSE score until the age of 70 years which suggests an increased need to pay more attention to a wider range of cognitive domains since the global cognition may be stable before the age of 70 years. Significant gender disparities were observed in three cognitive domains across different age and education groups. With respect to verbal memory, our results were partially congruent with a growing literature that suggest women perform better than men [35] [36] [37] [38] . Interestingly, it has been reported that a female advantage in verbal memory remains consistent throughout the lifespan. Furthermore, a 10-year cohort study found that women outperformed men not only on verbal memory, but also on verbal recognition and semantic fluency tasks [39] , suggesting that the female advantage for verbal memory tasks is possibly because women are inclined to use semantic clustering in recall. Contrary to verbal memory, men tended to score higher than women for attention/ processing speed/executive function, which is an important cognitive capacity to attend to or to "stay on" a task [40] to complete a task quickly and accurately under the cognitive control of behavior. However, the results only showed the male advantage in the 50-54 and 65-70 years age groups, consistent with previous reports that age-related associations for processing speed were stronger than other domains [41] . The SCWT-IT was interpreted to reflect cognitive flexibility. Van der Elst et al. [42] found clear gender differences on the Stroop interference scores. Nevertheless, the results of regression analyses showed that the influence of age, gender, and education was less profound, which indicated that deficits in Stroop tests may be influenced by intricate factors with concurrent effects.
Gender-specific risk factors for cognitive performance
Studying gender differences in cognitive function is a complex and controversial topic. Furthermore, the relevance of biological and environmental factors is not yet clear. Given the gaps in our knowledge of the genderspecific associations between these factors and cognition in previous studies, our results may be of special importance.
The effects of education on women were more substantial than in men for general cognition and attention/ processing speed/executive function. As we can see from Fig. 3 , education could reverse the inferiority in women and even lead to superiority in performance of global and domain-specific cognitive performance. Education may explain most of the gender disparity in cognitive pattern, which was also indicated by Lei et al. from China [31] and Lee et al. from India [43] . With respect to verbal memory, we may presume that education could strengthen the semantic clustering in recall. For attention/processing speed/executive function, the Chinese have a larger male advantage in this domain than Americans, with a potential reason being the relatively equivalent access to formal education in developed countries [40] . In former low-income environments, such as traditional rural China, families may favor sons and large gender gaps in schooling exist in low-income settings. Such long-term educational attainment disparities that Chinese women experience through their life course may affect their cognitive trajectory.
Asides from education, a large range of potentially reversible risk factors for cognitive performance were identified and show gender differences, notably white-collar 50-54  2  2  2  2  2  2  3  3   55-59  2  2  2  2  2  2  3  3   60-64  2  1  2  2  2  2  3  3   65-70  2  1  2  2  2  2  3  3   TMT-A  50-54  110  123  100  108  95  97  88  84   55-59  113  129  106  113  100  102  93  89   60-64  116  130  109  116  103  105  97  92   65-70  117  133  110  118  105  107  98  94   TMT-B  50-54  281  305  258  269  245  242  229  210   55-59  281  316  263  278  250  251  235  219   60-64  284  321  268  287  254  259  239  229   65-70  288  332  213  296  259  269  244  239   LMT-IR  50-54  1  0  3  2  5  4  7  7 55-59 2 0.5 3 2 5 4 7 7 work, a higher income level, smoking, diabetes, and coronary heart disease for men, and underweight and obesity as well as hypertension for women. Although no significant between-gender differences were observed, the subgroup analysis also indicated that these risk factors should be taken into consideration in the development of gender-specific preventive intervention programs for cognition.
The need for normative data and a comparison with normative scores
Finally in this study, we provided demographically adjusted and regression-based normative data for 12 cognitive tests. The overall sample size in our study was large and excluded cognitive disorders. The normative data and reference values are finely stratified by the most relevant demographic factors. A quick, efficient, and straightforward method to obtain z scores and percentile rank estimates for specific participants is also provided for clinical researchers.
Normative data have been shown to be indispensable for distinguishing normal aging from early transition to cognitive impairment. Undoubtedly, it would be better to endorse age-, gender-, or education-specific cut-off scores based on demographically adjusted normative data in research. As a result, researchers have tried to yield better screening accuracy instead of uniform cut-off scores [44, 45] . Differences are noted when compared with prior studies for normative scores in the Chinese [46, 47] . These differences are likely attributed to distinction in reporting of the normative data. The present study employed a regression-based approach instead of typical methods (e.g., means and SDs calculated from raw scores). The problem intrinsically related to the latter is the need for a relatively smaller size of subgroups [48] . In the regression-based approach, norms are derived from equations by using the data for all the samples and the abovementioned problem disappears with no need for a subdivided sample. Also, the unbalanced data will not affect the norms in the regressionbased approach because the estimation of the regression weights cannot be biased by any imbalance in the sample but only results in some loss of statistical power [49] . Furthermore, normative data and an estimated z score (and ultimately percentile rank) can even be obtained for particular participants with certain demographic characteristics out of the sample [50] .
Certain limitations of this study are noted. First, the present cross-sectional study reported "conventional" norms based on exclusion of participants with evident clinical neurodegenerative diseases instead of "robust" norms that follow individuals longitudinally. It further excludes individuals with subclinical/latent neurological diseases, which may provide less appropriate norms and decreased sensitivity to mild deficits [51] , although some research has suggested similarities between two norms in identifying early cognitive impairment [52] . Second, the present study did not take the residential area into consideration, such as a differentiation between urban and rural regions, which may contribute to local differences in education, occupational experiences, income, and lifestyle over the lifespan. Third, since all the medical variables were self-reported, participants may underestimate their symptoms or hesitate to report their real medical status to avoid being perceived as complainers.
Conclusions
In summary, this study holds significance as it contributes to the ongoing investigation of gender-specific cognitive patterns and predictors of cognitive performance among middle-aged and elderly Chinese. Males were inclined to outperform females in global cognition and attention/processing speed/executive function, while 
